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High FBG Normal FBG 

(a) Study or Subgroup Events Total Events 
4.1.1 Cohort 
Kabat 2012 CC / NCEP-ATP Ill 22 1682 43 3204 2.4% 
Kabat 2012 CRC / NCEP-ATP Ill 35 1695 46 3207 3.2% 
Kim 2012 CC / NCEP-ATP III 123. 420 1169 5539 9.6% 
Kim 2012 RC / NCEP-ATP Ill 13 «310 133 4503 2.1% 
Lin 2014 CRC /NCEP-ATP Ill (M1) 147 246 129 230 97% 
Lin 2014 CRC /NCEP-ATP Ill WW) 141. 221 29 118 47% 
Subtotal (95% Cl) 4574 16801 31.6% 
Total events 431 1549 
Heterogeneity: Tau* = 0.08; Chi* = 26.39, df= 5 (P < 0.0001); F= 81% 
Test for overall effect: Z= 2.49 (P= 0.01) 
4.1.2 Non-Cohort 
Aleksandrova 2011 CC /NCEP-ATP III (Mi) 178 317 134 307 9.5% 
Aleksandrova 2011 CC /NCEP-ATP III (Wi 178 303 199 451 10.2% 
Aleksandrova 2011 RC J NCEP-ATP Ill (Mt) 116 218 103 220 8.5% 
Aleksandrova 2011 RC /NCEP-ATP Ill (4) 89 148 96 222 8.1% 
Jeon 2014 CC / Other 149 «#315 115 349 8.4% 
Jeon 2014 RC / Other 104 270 82 316 6.8% 
Shen 2010 CRC / Other 147 «6248 360 766 10.7% 
Stocks 2008 CRC / Other 39 82 174 540 6.3% 
Subtotal (95% Cl) 1901 3171 68.4% 
Total events 1000 1263 
Heterogeneity: Tau? = 0.00; Chi? = 5.72, df= 7? (P= 0.57); F= 0% 
Test for overall effect: Z= 8.83 (P <= 0.00001) 
Total (95% Cl) 6475 19972 100.0% 
Total events 1481 2812 


Heterogeneity: Tau? = 0.01; Chi?= 31.66, df= 13 (P= 0.003); F= 59% 
Test for overall effect: Z= 6.61 (P <= 0.00001) 
Test for subgroup differences: Chi#= 0.21, df=1 (P= 0.64), F= 0% 
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Supplementary Figure 1.2 Additional analyses 
the association between FBG and CRC 
incidence: (a) Funnel plot after adjustment to 


for 


publication bias with the trim and fill method. Two 
simulated negative studies were added (hollow 
circles) to the pooled estimates from the meta- 
analysis (solid circles). The adjusted RR decreased 
from (1.35; 95% Cl 1.23-1.47) in the initial 
analysis to (1.29; 95% Cl 1.17-1.43) after 
adjustment. (b) Baujat plot: indicates that the 6th 
dataset (that falls to the top right quadrant of the 
Baujat plot which corresponds to (Lin 2014 CRC / 
NCEP-ATP Ill (W))) has contributed to the overall 
heterogeneity and result. (c) Influence plot: as 
there are one marked datasets (which corresponds 
to (Lin 2014 CRC / NCEP-ATP Ill (W))), this dataset 
has met the criteria as an influential study. 
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Supplementary Figure 1.1 Association between 
FBG and CRC incidence: (a) Forest plot; (b) 
Funnel plot. 

CC colon cancer, Cl confidence interval, CRC 
colorectal cancer, FBG fasting blood glucose, M 
M-H_ Mantel-Haenszel, NCEP-ATP _ III 
National Cholesterol Education Program-Adult 


men, 


Treatment Panel Ill, RC rectal cancer, RR risk ratio, 
W women. 
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Hypertension Normal Blood Pressure Risk Ratio Risk Ratio 
Study or Subgroup Events _ Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl 
1.1.1 Cohort 
Huang 2013 CRAs NCEP-ATP Ill 86 337 130 1185 40% 2.33 [1.82, 2.97] 
Kim 2012 AAJ NCEP-ATP Ill 73 (1461 113 3402 3.5% 1.51 [1.14, 2.02] 
Kim 2012 CRA! NCEP-ATP Ill 687 2056 1093 4382 6.2% 1.34 [1.24, 1.45] 
Lin 2014 CRA/NCEP-ATP Ill (M)} 51? 621 377? 473, 6.4% 1.04 [0.99, 1.11] 
Lin 2014 CRA/NCEP-ATP Ill (4) 353 436 253 339° 6.2% 1.08 [1.00, 1.17] 
Shapero 2017 AA/ Other 32 446 6? 1187? = 2.4% 1.27 [0.85, 1.91] 
Shapero 2017 CRA/ Other 134 548 249 1369 48% 1.34 [1.12, 1.62] 
Subtotal (95% Cl) 5895 12337 33.5% 1.34 [1.13, 1.59] 
Total events 1882 2282 
Heterogeneity: Tau? = 0.04; Chi? = 84.81, df= 6 (P < 0.00001); F= 93% 
Test for overall effect: Z= 3.39 (P = 0.0007) 
1.1.2 Non-Cohort 
Fliss-lsakov 2017 CRA/ Other 215 408 132 346 6.1% 1.38 [1.17, 1.63] 
Harima 2013 CRA/ Other (M) 141 209 168 258 85.6% 1.04 [0.91, 1.18] 
Harima 2013 CRA/ Other WV) 64 136 87 234 = 4.0% 1.27 [0.99, 1.62] 
Hu 2011 CRAs NCEP-ATP Ill 178 1021 219 2085 4.9% 1.66 [1.38, 1.99] 
Hwang 2010 CRA! NCEP-ATP Ill 68 323 473 2578 864.3% 1.16 [0.92, 1.44] 
Kang 2010 CRA/ NCEP-ATP Ill 392 729 730 1515 61% 1.12 [1.02, 1.22] 
Kim 2007 CRA! NCEP-ATP Ill 159 458 572 2073 «5.4% 1.26 [1.09, 1.45] 
Lee 2014 AA! NCEP-ATP Ill 8 113 23 478 0.9% 1.47 [0.68, 3.20] 
Lee 2014 CRA/NCEP-ATP Ill 37 142 117 572, 3.1% 1.27 [0.92, 1.76] 
Lipka 2013 CRA/ Other 100 431 67 348 (3.6% 1.21 [0.92, 1.59] 
Morita 2005 CRA/ IDF 469 1491 287 1061 5.7% 1.16 [1.03, 1.32] 
Oh 2008 CRA/ IDF 17 35 36 165 21% 2.23 [1.42, 3.48] 
Sato 2011 CRA/ Harmonized 80 336 181 627 4.2% 0.82 [0.66, 1.04] 
Tsilidis 2010 CRA/ Other 59 170 73 222 (3.6% 1.06 [0.80, 1.40] 
Yang 2016 CRA/NCEP-ATP Ill (MM) 105 232 301 824 51% 1.24 [1.05, 1.47] 
Yang 2016 CRA/NCEP-ATP Ill WW) 25 76 126 §82 2.8% 1.52 [1.06, 2.17] 
Subtotal (95% Cl) 6310 13968 66.5% 1.22 [1.12, 1.33] 
Total events 2117 3592 
Heterogeneity: Tau? = 0.02; Chi? = 44.53, df= 15 (P <= 0.0001); F= 66% 
Test for overall effect: Z= 4.65 (P < 0.00001) 
Total (95% Cl) 12205 26305 100.0% 1.26 [1.17, 1.36] 


Total events 3999 5874 
Heterogeneity: Tau? = 0.02; Chi? = 120.97, df= 22 (P < 0.00001); F= 82% 
Test for overall effect: Z= 5.79 (P = 0.00001} 

Test for subgroup differences: Chi?7= 0.92, df=1 (P=0.34),F=0% 





05 O07 1 


15 2 


Decrease CRArisk Increase CRArisk 





9 SEWogIRR) 
% fo 
© 
0.1 “ ‘ 1S © 
Cs] 
° f fe) 
0.2 Le 
: © 
0.3 
0.4 © 
RR 
0.6 t t t n } 
0.5 07 1 15 2 


Subgroups 
O Cohort } Non-Cohort 


Supplementary Figure 2.2 Additional analyses for 
the association between BP and CRA development: 
(a) Funnel plot after adjustment to publication bias 
with the trim and fill method. Six simulated negative 
studies were added (hollow circles) to the pooled 
estimates from the meta-analysis (solid circles). The 
adjusted RR decreased from (1.26; 95% Cl 1.17- 
1.36) in the initial analysis to (1.17; 95% Cl 1.08- 
1.26) after adjustment. (b) Baujat plot: indicates that 
the 1st dataset (that falls to the top right quadrant 
of the Baujat plot which corresponds to (Huang 2013 
CRA / NCEP-ATP Ill)) has contributed to the overall 
heterogeneity and result. (c) Influence plot: as there 
are one marked datasets (which corresponds to 
(Huang 2013 CRA / NCEP-ATP Ill), this dataset has 
met the criteria as an influential study. 


(a) 


Standard Error 


0.298 0.198 0.099 0 


0.397 


0. 


_ 
isa 
— 


Influence on Overall Result 


oo O04 


0.016 


0.00 0.05 


0.8 


0.6 


04 


0.2 


0.0 





12345678 9 10 


P icniis Amn CAs 


123465 67 8 9 10 


12345678691 


Supplementary Figure 2.1 Association between BP and CRA 
formation: (a) Forest plot; (b) Funnel plot. 

AA advanced adenomas, CI confidence interval, CRA 
colorectal adenoma, df degree of freedom, IDF International 
Diabetes Foundation, M men, M-H Mantel-Haenszel, NCEP- 
ATP III National Cholesterol Education Program-Adult 
Treatment Panel Ill, WW women. 
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(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl 
2.1.1 Cohort 
Bowers 2006 CC / Other 135 16812 92 11988 3.4% 1.05 [0.80, 1.36] 
Bowers 2006 RC / Other 122 16799 61 11957 =.2.8% 1.42 [1.05, 1.93] 
Kim 2012 CC} NCEP-ATP Ill 492 1870 800 4089 6.6% 1.34 [1.22, 1.48] 
Kim 2012 RC! NCEP-ATP Ill §2 1430 94 3383 2.5% 1.31 [0.94, 1.83] 
Liang 2017 CC / NCEP-ATP III 48 1885 40 3183 1.9% 2.03 [1.34, 3.07] 
Liang 2017 CRC! NCEP-ATP Ill 63 1885 51 3183 2.2% 2.09 [1.45, 3.00] 
Lin 2014 CRC /NCEP-ATP Ill (MM) 181 285 95 191 5.1% 1.28 [1.08, 1.51] 
Lin 2014 CRC /NCEP-ATP III (4) 110 193 60 146 3.9% 1.39 [1.10, 1.74] 
Shin 201? CRC / Other 1833 118512 3275 290419 7.3% 1.37 [1.30, 1.45] 
Subtotal (95% Cl) 159671 328539 35.8% 1.37 [1.26, 1.48] 
Total events 3036 4568 
Heterogeneity: Tau*= 0.00; Chi? = 13.45, df= 8 (P= 0.10); F= 41% 
Test for overall effect: Z= 7.76 (P <= 0.00001) 
2.1.2 Non-Cohort 
Aleksandrova 2011 CC / NCEP-ATP Ill (M) 218 426 94 198 5.0% 1.08 (0.91, 1.28] 
Aleksandrova 2011 CC / NCEP-ATP Ill WW) 224 429 163 325 = 5.6% 1.11 [0.96, 1.28] 
Aleksandrova 2011 RC / NCEP-ATP Ill (M) 162 299 67 139 4.4% 1.05 [0.86, 1.29] 
Aleksandrova 2011 RC / NCEP-ATP Ill W) 109 213 76 157 = 4.3% 1.06 (0.86, 1.30] 
Jeon 2014 CC / Other 169 316 105 348 4.6% 1.67 [1.37, 2.02] 
Jeon 2014 RC / Other 120 277 66 309 3.6% 2.03 [1.58, 2.61] 
Jung 2014 RC / Other 12 8314 89 49505 1.0% 0.80 (0.44, 1.47] 
Kontou 2012 CRC / NCEP-ATP Ill 102 178 148 322 6.0% 1.25 [1.05, 1.48] 
Pelucchi 2010 CC /IDF (M) 192 581 588 2563 58% 1.44 [1.26, 1.65] 
Pelucchi 2010 CC /IDF (Vy) 133 597 456 2298 85.0% 1.12 [0.95, 1.33] 
Pelucchi 2010 RC /IDF (M) 107 496 423 2398 864.7% 4.22 [1.01, 1.48] 
Pelucchi 2010 RC /IDF (Vy) 7o 534 278 2111 3.7% 4.00 (0.78, 1.27] 
Pyo 2016 RC / Other 18 7054 84 45631 1.3% 1.39 [0.83, 2.30) 
Shen 2010 CRC / Other 240 424 267 590 86.1% 1.25 [1.11, 1.41] 
Stocks 2008 CRC / Other 111 295 105 330 4.2% 1.18 [0.95, 1.47] 
Subtotal (95% Cl) 20433 107224 64.2% 1.23 [1.12, 1.35] 
Total events 1967 2999 


Heterogeneity: Tau* = 0.02; Chi*= 44.39, df= 14 (P < 0.0001); F= 68% 
Test for overall effect: Z= 4.46 (P < 0.00001) 
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Heterogeneity: Tau? = 0.01; Chi? = 67.35, df= 23 (P < 0.00001); F= 66% 
Test for overall effect: Z= 7.51 (P = 0.00001) 
Test for subgroup differences: Chi?= 3.02, df=1 (P= 0.08), P= 66.9% 
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Supplementary Figure 2.4 Additional analyses for 
the association between BP and CRC incidence: (a) 
Funnel plot after adjustment to publication bias with 
the trim and fill method. No studies were estimated 
missing. (b) Baujat plot: indicates that the 15% 
dataset (that falls to the top right quadrant of the 
Baujat plot which corresponds to (Jeon 2014 RC / 
Other)) has contributed to the overall heterogeneity 
and result. (c) Influence plot: as there is no marked 
study, no study has met the criteria as an influential 
study. 


(a) 
Oo 
Mm 
tM 
oO 

ra} oO 

= 

WwW 
tT 

v ww 

o at 

ne] oO 

Cc 

oO 

a 

” © 
N 
oO 
Mm 
oO 
2) 
oS 

0.61 

(b) 
fon] 
2 
Oo 

~ 

Ss 

wo 

o 

wr oO 
— N 

© Oo 

o 

> 

Oo 
= 

ed oOo 

o = 

Cc oOo 

o 

=] 
— 
£ 
oO 
o 
oO 
0 
(c) 
N 
oO 
cy 
1234567689 
o 
N 
So 
o 
=I 
o 
123 4 35 6&7 89 
~ 
5 
° 
S 
So 
12345 6789 
o 
o 
Oo 
o 
o 
o 


ash ais gulag. aunlanae Sel 


123456789 


rstudent 





Supplementary Figure 2.3 Association between BP and CRC 


incidence: (a) Forest plot; (b) Funnel plot. 


CC colon cancer, Cl confidence interval, CRC colorectal 


cancer, df degree of freedom, IDF International Diabetes 
Foundation, M men, M-H Mantel-Haenszel, NCEP-ATP III 
National Cholesterol Education Program-Adult Treatment 


Panel Ill, RC rectal cancer, W women. 
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High TG Normal TG Risk Ratio Risk Ratio 
(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl 
5.1.1 Cohort 
Kim 2012 AAS NCEP-ATP Ill 65 1018 121 3835 7.1% 2.02 (1.51, 2.71] 
Kim 2012 CRA/NCEP-ATP Ill 548 1501 1223 4937 101% 1.4? [1.36, 1.60] = 
Lin 2014 CRA! NCEP-ATP III (MM) 233° 282 661 812 10.3% 1.01 [0.95, 1.08] cd 
Lin 2014 CRA/ NCEP-ATP Ill (W) 170 «6215 436 560 10.1% 1.02 (0.94, 1.10] a a 
Tsilidis 2010 CRA/ Other 68 209 64 183 7.3% 0.93 (0.70, 1.23] —_ 
Subtotal (95% Cl) 3225 10327 45.0% 1.22 [0.96, 1.54] <p 
Total events 1084 2505 
Heterogeneity: Tau? = 0.06; Chi? = 99.41, df= 4 (P =< 0.00001); F= 96% 
Test for overall effect: Z= 1.64 (P= 0.10) 
5.1.2 Non-Cohort 
Hong 2015 CRA! Other 366 1076 892 3550 9.9% 1.35 [1.22, 1.50] ae 
Hu 2011 CRAJNCEP-ATP III 162 926 235 2180 8.8% 1.62 [1.35, 1.95] ——— 
Kim 2007 CRA/NCEP-ATP Ill 301 893 430 1638 9.7% 1.28 [1.14, 1.45] “—— 
Lee 2014 AA/ NCEP-ATP Ill 15 163 16 438 2.9% 2.68 [1.36, 5.30] 
Lee 2014 CRA/ NCEP-ATP Ill 64 202 90 512 7.4% 1.80 [1.37, 2.38] ——— 
Morita 2005 CRA/IDF 265 815 491 1692 9.7% 1.12 (0.99, 1.27] | hal 
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oo ee ee Te Supplementary Figure 3.1 Association between TG and CRA 
Total events 1204 2384 5 
Heterogeneity: Tau? = 0.02; Chi?= 25.54, df= 6 (P = 0.0003); F= 77% fo rmation: (a) Forest plot; (b) Funnel plot. 
Test for overall effect: Z= 4.24 (P < 0.0001) 
‘eialiaeutea a se atkins Adj oe AA advanced adenomas, Cl! confidence interval, CRA 
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Heterogeneity: Tau? = 0.05; Chi?= 137.65, df= 11 (P < 0.00001); F= 92% =a 796 40 colorectal cancer, IDF International Diabetes Foundation, M 
Test for overall effect: Z= 3.76 (P = 0.0002) , Decrease CRA risk Increase CRA risk 
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Supplementary Figure 3.2 Additional analyses for 
the association between TG and CRA development: 
(a) Funnel plot after adjustment to publication bias 
with the trim and fill method. No studies were 
estimated missing. (b) Baujat plot: indicates that the 
1st and 8t dataset (which corresponds to (Kim 2012 
AA / NCEP-ATP Ill) and (Lee 2014 AA / NCEP-ATP 
IIl}) has contributed to the overall heterogeneity, 
while only the first contributed to the overall result. (c) 
Influence plot: as there is no marked study, no study 
has met the criteria as an influential study. 
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High TG Normal TG 

(a) Study or Subgroup Events Total Events 
6.1.1 Cohort 
Kim 2012 CC /NCEP-ATP Ill 382 1335 910 4624 10.8% 
Kim 2012 RC /NCEP-ATP Ill 44 997 102 3816 6.0% 
Lin 2014 CRC #NCEP-ATP Ill (uM) 98 147? 178 329 9.9% 
Lin 2014 CRC /NCEP-ATP Ill (4) 54 99 116 240 8.4% 
Subtotal (95% Cl) 2578 9009 35.1% 
Total events 578 1306 
Heterogeneity: Tau*= 0.01; Chi#= 7.56, df= 3 (P = 0.06); F= 60% 
Test for overall effect: Z= 3.91 (P =< 0.0001) 
6.1.2 Non-Cohort 
Aleksandrova 2011 CC / NCEP-ATP III (i) 81 150 231 474 9.4% 
Aleksandrova 2011 CC / NCEP-ATP III (4) 70 123 307 631 9.5% 
Aleksandrova 2011 RC / NCEP-ATP Ill (iM) 72 133 147 305 9.0% 
Aleksandrova 2011 RC / NCEP-ATP III (4) 22 48 163 322 6.3% 
Jeon 2014 CC/ Other 67 202 197 462 8.4% 
Jeon 2014 RC/ Other 46 181 140 405 7.1% 
Jung 2014 RC/ Other 32 12815 69 45004 4.9% 
Shen 2010 CRC / Other 125 218 382 796 10.2% 
Subtotal (95% Cl) 13870 48399 64.9% 
Total events 515 1636 
Heterogeneity: Tau*= 0.03; Chi#= 23.87, df= 7 (P= 0.001): F= 71% 
Test for overall effect: Z= 0.60 (P = 0.55) 
Total (95% Cl) 16448 57408 100.0% 
Total events 1093 2942 


Heterogeneity: Tau? = 0.03; Chi? = 49.46, df=11 (P = 0.00001); F= 78% 
Test for overall effect Z= 2.10 (P= 0.04) 
Test for subqroup differences: Chi#= 5.60, df=1 (P= 0.02), F= 82.2% 
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Supplementary Figure 3.4 Additional analyses 
between TG and CRC 
incidence: (a) Funnel plot after adjustment to 


for the association 
publication bias with the trim and fill method. No 
studies were estimated missing. (b) Baujat plot: 
indicates that the 9 and 10 datasets (that falls 
to the top right quadrant of the Baujat plot which 
corresponds to (Jeon et al., 2014) has contributed 
(c) 


Influence plot: as there is no marked study, no 


to the overall heterogeneity and _ result. 


study has met the criteria as an influential study. 





Supplementary Figure 3.3 Association between 
TG and CRC incidence: (a) Forest plot; (b) Funnel 
plot. 

CC colon cancer, C! confidence interval, CRC 
colorectal cancer, M men, M-H Mantel-Haenszel, 
NCEP-ATP III National Cholesterol Education 
Program-Adult Treatment Panel Ill, RC rectal 
cancer, RR risk ratio, TG triglycerides, W women. 
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High WC Normal WC Risk Ratio Risk Ratio 
(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl 
7.1.1 Cohort 
Kim 2012 AAS NCEP-ATP Ill 91 2087 95 2766 5.9% 1.27 (0.96, 1.68] 
Kim 2012 CRA! NCEP-ATP Ill 853 2849 918 3589 12.9% 1.17 [1.08, 1.27] Bia 
Subtotal (95% Cl) 4936 6355 18.8% 1.18 [1.09, 1.27] & 
Total events 944 1013 
Heterogeneity: Tau? = 0.00; Chi?= 0.30, df=1 (P= 0.59): F=0% 
Test for overall effect: Z= 4.20 (P < 0.0001} 
7.1.2 Non-Cohort 
Fliss-lsakov 2017 CRA/ Other 259 487 88 267 8.7% 1.61 [1.33, 1.95] —— 
Hong 2010 AA/ Other 29 634 28 «#1127 2.5% 1.84 [1.11, 3.07] 
Hong 2010 CRA/ Other 139 634 200 1127 8.6% 1.24 [1.02, 1.50] _ 
Hong 2015 CRA/ Other 550 1649 708 2977? 12.4% 1.40 [1.28, 1.54] = 
Hu 2011 CRA! NCEP-ATP Ill 205 1284 192 1822 8.9% 1.52 [1.26, 1.82] = 
Kim 2007 CRA! NCEP-ATP Ill 300 844 431 1687 11.3% 1.39 [1.23, 1.57] s+ 
Lee 2014 AAS NCEP-ATP Ill 9 240 22 351 1.3% 0.60 (0.28, 1.28] ——— 
Lee 2014 CRA! NCEP-ATP Ill 60 291 94 423 5.8% 0.93 (0.70, 1.24] 
Morita 2005 CRA IDF 379 1096 377 1411 11.4% 1.29 [1.15, 1.46] a , 
ra00GCRAIDE 2. ag MS AT See —_ Supplementary Figure 4.1 Association between WC 
Sato 2011 CRA/ Harmonized 101 373 160 690 7.9% 1.00 (0.81, 1.24] ne 
Subtotal (95% Cl) 7637 11877 81.2% 1.32 [1.19, 1.46] ° ; : 
STOR sane sale and CRA formation: (a) Forest plot; (b) Funnel plot. 
Heterogeneity: Tau? = 0.02; Chi? = 29.02, df= 10 (P= 0.001); F= 66% e e 
i sl lng la AA advanced adenomas, Cl! confidence interval, CRA 
Total (95% Cl) 12573 18232 100.0% —— 1.30[1.19, 1.42] . colorectal cancer, M-H Mantel-Haenszel, NCEP-ATP III 
Total events 3011 3330 . : 
Heterogeneity: Tau? = 0.01; Chi? = 37.58, df= 12 (P = 0.0002); P= 68% ———— National Cholesterol Education Program-Adult 
Test for overall effect: Z= 6.72 (P < 0.00001) Decrease CRArisk Increase CRA isk . 
Test for subgroup differences: Chi? = 3.11, df=1 (P= 0.08), F= 67.9% Tre atment Panel III, WC wa Ist Cl rcumfe rence. 
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High WC Normal WC Risk Ratio Risk Ratio 
(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl 
8.1.1 Cohort 
Kim 2012 CC / NCEP-ATP Ill 629 2625 663 3334 11.2% 1.20 (1.09, 1.33] 
Kim 2012 RC /NCEP-ATP Ill 65 2061 81 2752 5.4% 1.07 (0.78, 1.48] 
Subtotal (95% Cl) 4686 6086 16.6% 1.19 [1.09, 1.31] 
Total events 694 744 


Heterogeneity: Tau*= 0.00; Chit= 0.47, df= 1 (P= 0.49); F= 0% 
Test for overall effect: Z= 3.75 (P = 0.0002) 


8.1.2 Non-Cohort 


Aleksandrova 2011 CC/IDF (i) 208 373 104 351 8.7% 1.88 (1.56, 2.26] 

Aleksandrova 2011 CC /IDF (MW) 230 429 147 325 9.8% 1.19 (1.02, 1.38] 
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Low HDL-C Normal HDL-C Risk Ratio 

(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl 
9.1.1 Cohort 
Kim 2012 AAS NCEP-ATP Ill 28 682 158 4271 4.7% 1.30 (0.88, 1.93] 
Kim 2012 CRA! NCEP-ATP III 234 788 1537 5650 141% 1.09 [0.97, 1.23] 
Lin 2014 CRA/NCEP-ATP III (M) 283 «375 611 719° 16.2% 0.89 [0.83, 0.95] 
Lin 2014 CRA!/NCEP-ATP III Wy) 257 363 349 422 15.7% 0.88 [0.81, 0.95] 
Subtotal (95% Cl) 2098 11062 50.7% 0.97 [0.85, 1.11] 
Total events 802 2655 
Heterogeneity: Tau? = 0.01; Chi? = 18.42, df= 3 (P = 0.0004); F= 84% 
Test for overall effect: Z= 0.45 (P = 0.65) 
9.1.2 Non-Cohort 
Hu 2011 CRA/NCEP-ATP III 101 684 296 2422 9.9% 1.21 [0.98, 1.49] 
Kim 2007 CRA! NCEP-ATP Ill 113 376 618 2155 11.6% 1.05 (0.89, 1.24] 
Lee 2014 AAS NCEP-ATP Ill 12 246 19 346 1.8% 0.89 (0.44, 1.80] 
Lee 2014 CRA/ NCEP-ATP Ill 75 308 79 406 7.4% 1.25 [0.95, 1.65] 
Morita 2005 CRA/ IDF 54 200 702 962307 8.8% 0.89 (0.70, 1.12] 
Sato 2011 CRA/ Harmonized 107 389 154 574 9.8% 1.03 (0.83, 1.27] 
Subtotal (95% Cl) 2202 8210 49.3% 1.06 [0.96, 1.17] 
Total events 462 1868 
Heterogeneity: Tau? = 0.00; Chi#= 6.38, df= 5 (P= 0.37); F= ?% 
Test for overall effect: Z= 1.24 (P = 0.22) 
Total (95% Cl) 4300 19272 100.0% 1.02 [0.92, 1.12] 


Total events 1264 4523 
Heterogeneity: Tau? = 0.01; Chi? = 34.52, df= 9 (P <= 0.0001); F= 74% 
Test for overall effect: Z= 0.31 (P = 0.75) 

Test for subqroup differences: Chi? = 1.20, df=1 (P=0.27), F=16.7% 
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Supplementary Figure 5.1 Association between HDL-C 
and CRA formation: (a) Forest plot; (b) Funnel plot. 

AA advanced adenomas, CI confidence interval, CRA 
colorectal cancer, HDL-C high-density lipoprotein- 
cholesterol, M men, M-H Mantel-Haenszel, NCEP-ATP 
Ill National Cholesterol Education Program-Adult 
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Low HDL-C Normal HDL-C Risk Ratio 

(a) Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl 
10.1.1 Cohort 
Bowers 2006 CC / Other 204 25059 23«3741 6.6% 1.32 (0.86, 2.03] 
Bowers 2006 RC / Other 155 25010 28 8603746 6.9% 0.83 (0.56, 1.24] 
Kim 2012 CC /NCEP-ATP Ill 174 728 261118 6231 9.4% 1.12 (0.97, 1.29] 
Kim 2012 RC / NCEP-ATP Ill 21 675 125 4238 6.3% 1.24 (0.79, 1.95] 
Lin 2014 CRC} NCEP-ATP IIl (M) 94 186 182 290 9.2% 0.81 (0.68, 0.95] 
Lin 2014 CRC #NCEP-ATP Ill (4) 69 165 101 174 8.7% 0.72 (0.58, 0.90] 
Subtotal (95% Cl) 51723 17420 47.0% 0.95 [0.77, 1.17] 
Total events 71? 1577? 


Heterogeneity: Tau*= 0.04; Chi? = 19.90, df= 65 (P= 0.001); F= 75% 


Test for overall effect: Z= 0.49 (P = 0.62) 


10.1.2 Non-Cohort 


Aleksandrova 2011 CC / NCEP-ATP III (M) 72 120 240 504 9.1% 1.26 (1.06, 1.50) 
Aleksandrova 2011 CC / NCEP-ATP Ill (¥) 104 192 273 562 9.3% 1.12 (0.95, 1.30) 
Aleksandrova 2011 RC /NCEP-ATP Ill (M) 43 86 176 352, 8.6% 1.00 (0.79, 1.27] 
Aleksandrova 2011 RC /NCEP-ATP Ill (¥v) 35 79 150 291 8.2% 0.86 (0.66, 1.13] 
Jeon 2014 CC / Other 113 191 151 473° 91% 1.85 (1.55, 2.21] 
Jeon 2014 RC / Other 84 162 102 424 8.7% 2.16 [1.72, 2.70] 
Subtotal (95% Cl) 830 2606 53.0% 1.31 [1.01, 1.70] 
Total events 441 1092 


Heterogeneity: Tau*= 0.10; Chi#= 52.14, df= 5 (P = 0.00001); F= 90% 
Test for overall effect: Z= 2.00 (P = 0.05) 


Total (95% Cl) 52553 

Total events 1168 2669 
Heterogeneity: Tau? = 0.10; Chi?= 102.94, df=11 (P < 0.00001); F= 89% 
Test for overall effect: Z= 1.26 (P= 0.21) 

Test for subgroup differences: Chi? = 3.53, df=1 (P = 0.06), F= 71.6% 


20026 100.0% 





g- SEMogIRR)) ; 
(b) 1 
ie) a > > 
O17 ra} ‘ : } 
© 1 
02+ (e) 
10° 
03+ 
oat 


1.13 [0.93, 1.37] 


Risk Ratio 
M.-H, Random, 95% Cl 





0.2 0.5 1 2 5 
Decrease CRC risk Increase CRC risk 


o 

in 
5 
m2) 


0.2 0.5 1 2 


Subgroups 
O Cohort } Non-Cohort 


Supplementary Figure 5.4 Additional analyses 
for the association between HDL-C and CRC 
incidence: (a) Funnel plot after adjustment to 
publication bias with the trim and fill method. One 
simulated positive study was added (hollow circle) 
to the pooled estimates from the meta-analysis 
(solid circles). The adjusted RR increased from 
(1.13; 95% Cl 0.93-1.37) in the initial analysis to 
(1.18; 95% Cl = 0.79-1.43) after adjustment. (b) 
Baujat plot: indicates that the 12 dataset (that 
falls to the top right quadrant of the Baujat plot 
which corresponds to (Jeon 2014 RC / Other)) has 
contributed to the overall heterogeneity and result. 
(c) Influence plot: as there is no marked study, no 
study has met the criteria as an influential study. 


(a) 


Standard Error 


-_ 
ia 


0.174 0.116 0.058 0 


0.232 


0.67 0.82 


) 


+ w+ 
=. 
= Oo 
® 
or 
= 
o 
= oO 
> 
ce) 
cn 
o 8 
@ 
Oo 
= 
Ss = 
= oOo 
£ 
(c) 


0.3 


oo7 0.11 


0.00 0.08 


rstudent 





| 
| | 


10 


Supplementary Figure 5.3 Association between HDL-C 
and CRC incidence: (a) Forest plot; (b) Funnel plot. 

CC colon cancer, C! confidence interval, CRC colorectal 
cancer, HDL-C high-density lipoprotein-cholesterol, M 
men, M-H Mantel-Haenszel, NCEP-ATP III National 
Cholesterol Education Program-Adult Treatment Panel 
Ill, RC rectal cancer, RR risk ratio, W women. 
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